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COLAZAL™ (balsalazide disodium) Capsules

[LoTY )] . ) .o
DESCRIPTION: Esch COLAZAL™ capesle comsins 750 mg of belsshaide disodivm, 3 predred.ihat
enzymotically cleaved in ire colon 10 produce masslamine (S-ammosalicyls pcid), sa anih-inflammicey Srvg.
Ench daily Sose of COLAZAL™ (6.75 tramn) is equivilens 1 2.4 groms of mesolacsine.  Balsalaasde disofiuy
has fhe chemics) mone (E)-S-J3-4-K(2-carboxyerhyl) aminojomoonyl] pheayilszo}-2-hydsosybenzeic xid,
disodium s2l Sihydeate. s siuctwrsl Sotmuls is:

NaOCC
+
w@—u:u—-@—ﬁ-mcww;cm 210
otar Wesht 43732 .
Malecolar Fosmols: CHN,ONm » 24,0 ‘ ' C
Bakaiazide dsodiom is 2 able. sdorless ceange 1o yellow microcrystalling pywdes. 11 is fisely sokNe in wates
NMMIM.M![‘]MB)MMMMW&”J‘ Juble in sl oiksr orpgand
Inactive Ingradieras: Ench bard gelatin capsule containg colloided silicon dioxide amd magrasiom siewsie. The
sodiom conient of cach capsole is spprosimaely 86 mg. :
CLINICAL PHARMACOLOGY: Balaslazide Sisodiem is defiverod intect 1o the colon whete 12 is Sleaved by
bectevial sroreduction ummm,m«mm,‘muumﬁwwem
of By molecale, ad &-anincbensoyl-B-almmine. The cecomescaded doss of 6,13 pramsidey, for e tratment of
active disease, provides 2.4 grams of free S-dmisosaticylic 1cid %0 the colon: o
Tha & seninohenzoyl J-slanine cuvicr moiety seleaicd wheo balsalazide disodion i cheaved is only wiaimally
£25000¢0 34 Largaly deant The mechanisn of actiees of S-acnnesadicylic aci is InkaowR, bat 3pRiss 10 be
Jdopicad reiher $an sydemic. Mucosa] producian of arschidomic aid metsbeliies, bolh Oreugh the
cycloenygense pathwnys, ic., prosuncids, and Dintigh the liponygeneie pathways, ig., leukotisncs and
mummmnunuuhwmwbmmwmm.wum
tumwwmnmuwmmmammmmhm
" il o
Pharmacokinetics: COLAZAL™ capsules 0oncain graaules of baistlazids disodiscn which ws imsohble i acié
and dosigned 10 be delivered 1o the celon intacl LUpenr reaching ke colon. beciasia) azoieducuisei sleave e
compound 1o release S-amincedicylic acid. the therapentically scive portion of e moleick, and ¢
Absorption: l-mmwmm;ymmdmmmmwvmwmuw. The
mean Coe 0SCOM dpprosimately 1-2 kours slies single ars! dosss of 1.5 grans or 2.25 o, T deolsic
Sioseaibility of this compoond was not Seterméned. In 8 wdy of wicerstive cohtis patiests recaiving
Daisaszide, 3,5 prams twice dally, for over ong vet, syilemic dreg expeewe, based on rwean AUC wves, wal
-pnwmmmwmbmn-mm»mwuMﬂ.wsm.smw.m
when comperes 10 healthy subjects who seceived the same dose, These was » Jurge intessebject variablily in e
piairae conceniration of belalazide varscs time peofiles i all seadies, Ows it Mall-life could not be diermined.
The eHeei of food imaXe o the shaoeprion of thiz compound was nal snidied. .
Diatridotion: TMngwwbhnmpmmvauzm.
Metsholsm: Tre produchs of the sosoduction of ihis compound, S-amingsalicylic acid and £-aminvenzoyl-B-
2lnine, 3nd hair Noscolydated wesabolices have boan identified i plaiime, crine and feces.
Eliminsen: Less than 3% of 30 ofa) Jose was Jecovered a5 paenl oomposnd, S-amirosadicylie wid or 4.
amnedenzeyl-B-rianine in the urine of eakhy vatiech sher single acd truligie doses of COLAZAL™. wiile up
zob%d*cﬂwuwmum&‘wyimdn‘.ahol:krhlm\vith 10 haakihy volustaes, 65% of
4 single 2.25 graom Jose of COLAZAL™ wes Fezovesed a3 S-amincealicyhc scid, é-mrinotecoyl-B-simine, snd
the Nacatyleted mera>elitas i faces, while <3% of the dode was ares 36 et CORPOMNE
)uamcylhunmin‘m‘nmdmwhwkﬂnhomtms-tpmotcmﬁ”l’“
mlylumimmmndmnuiunmmn*tmineoﬁi.lmmu 1% of wn oril dose was
tesovesed o§ intact batsalazide in s wrine. Less thao 4% of the doss was recoversd 85 S-aminosalicylic acid,
while virtuslly a8 &:sminobensoyl-Balanine was elecied in urite. The wrinary recovesy of e Nacetyloied
inelsbniiten comprited 20-28% of the belsalazide dose. No fecal 1scovers studies were pesformad in ibis
popuistion,
Spacis) Popuiations
Garisiric: No infermation is svsiiible for the gesiasic popalatien.
Pedingtic: mn«aynuumﬁwdmwummwmcmwmumu
Gender Namundummﬂmwmcumwumummuuuhﬂxm
svailable, .

Real Inixfficiency: No adequaic sad well-conroliod studies which examing baisalazide dispouition in patients
with mikd, moderase, nd 1overs rennl impaiaeat we available.

Hepasic Iasafficieacy: No iaformation is availsbie for pationss with bepatic impaiiment.

Rase: Noindecsuation 3s avelleble which exsmies balsalazide in different races.

Phacrascotvaenic/Pharowoskicatic Relationslip: Ne djomarion s sealsble. . : o
Dine-Deng Jotsiactions: Neither in viiro wot in Yiso Grog-Orag, imeraciion sludies have bece purformed with

CLINICAL TRIALS: ‘Two rendomnized, dovble-blied stedies were conducind. S '
bnrmmmmmmw»mmmmwm‘mor

MmmnW“m%mtan
mmway.mmmymwmhdmmmuwy
sigmvidoncopic grade, aod physicien’s giobal assassment (PGAY). Ovicoms
mnuthnu(mza.mnmuuuwmwx Resuhs denomstraeed »
uumwafm-ummummum?mu

Pigore 1 ; Percenioge of Pationts improved si 8 Wotks

Pavents improved (%)

gddisgiggc

Stol Fraquency

Sioot Blsod Bigmoidescopy

noommz.zsu(oigm oquivelen’s)
BCOLAZAL 8.75 g (2.4 g messiamine equivsisnis)

A second shady, conducied io Barope, conBinmed findings of symplomitic improvement.
INDICATIONS AND USAGE: COLAZAL™ is indicsnd Sor the Bestmeni ol mildly 10 modsrsicly clive
wlogsative cotits, Satety and effsciiveneas of COLAZAL™ beyend 12 weoks has 0ot boen established,
CONTRAINDICATIONS: COLAZAL™ is contraindicernd in patiemis with hypersensitivity 1o salicylaies or to
sy of the componcats of COLAZAL™ capsalas oo Daisaiszide melabolites. L
PRECAUTIONS: Of the 2590 patients beatnd with COLAZAL™ 6.75 gramsfbey in contiolled clinical srials of
sctive diseate, exacesbation of the symptoms of colitis. possibly relsod lo drug wse, has beed soperted by )
palienis. ty

Ceneeal: Patiests with pylotic sienosis may have prelooged gastric reiention of COLAZAL™ caproles.

Resa)k: There have bean no sepoxtod incidents of senail impainoent in patienis aking COLAZAL™. Al doses up
10 2000 mgkg lapproximataly 21 Bmes the recommended 6.75 gromuidey dess on 3 mpkg bask for 2 70 kg
person). COLAZAL™ had ne nephioiosic effects io sats of dogs. Renal toitity has Deen observed in mnimels
a6 paionts given oiher messlansine products. Thesefose, caucion shoold bo-cxercieod whea séminisiering
COLAZAL™ 10 psiienis with known renal dysfunction or o histosy of sow) discase, .

Drug loteractions: No Crop intemcion Kudies have been tonducied for COLAZAL™, bowever, the wie of
orally stwinisiersd aniibioticz cosld, theccetiently, interfese with the seleste of mesalamioe in e colon.
Carcinogenasis, Mutagmanis, Impairment of Fertility: In » 24-menih rat {Spragus Dwiey) encinopenicity
M.wab‘MMumnnzmmmw For 8 50 kg pessce
of werage height s dose repessents 24 timmes the socommended Jmo dose on 8 bedy erface aves batis.
Bolsaluzids disodiam was a0t genotenic io the fuliowing I0 vitre e Io vivo e Anies test; Becnan Lymphiocyte
chromotomel shemation teat, aad mooss lymploma ¢ell QSINY/TKL) forward metiibe ks, o movse
micronuciens . However, il wis genotosic in e in vitre Chiness bamit lwag ¢eli (CH \ISHOPRT)
foeaard mwtation o).

4 smircbecaoyl S lanios, & merabobie of beléplezide disodium, was not geacioait in Be Ames test 054 the
mouse Jyrapharse cel) (LSITEY/TK+%) forweed’ metion et bat-was posicive in the hemm lymphocyie
chrocnosecont sbessation et N-scotyl-$ amincbenzoyl-B-alanine, 2 conjugated matsbolite of dalmlaside
am.ummummummanummw)mmmn
umwmmm Balmlatide disodiom al oni dosts op 10 2 pramukg/day,
2.4 tnes the Jecomenended bisan dose besed on Dody surface mes, was Sound 10 have w0 effec on fentility and
tsyrogussive performnci in s, ) o . o
Pragosecy - Terntagalc Dffecis: Pregosncy Coiegory B, Roguodection. stodiss wure.performed in 1ois sod
1usbies ot pewl doves wp 10 2 prams/kg/day. 3.4 snd 4.7 Umes eke secommended human doss bessd on body suclace
we ot the i 10d sabbit, seapectively, and svealod op evidence of mpabed fertitity or harm 0y the (it dee lo
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mwnmmamdwmm‘mudmmm«nm&wm
pregaancy only if clearly aeodod.
muamumnmmuma«unkmumm amu-w
Esigs we excatied I human milk, ceuien shovld be anercised when COLAZALY i admiaisiered 0 & pustiag
oM.
mwmmumummmswmsmumm
ADVERSE REACTIONS: Over 1000 peliesis toceived buatment with COLAZAL™ in domestic sd fortign
chinicl srisls, hrmmmmmm-cmmumawmm
fcequently reported o following svents (reporting frequeacy 2I%). headache (§%), sblorine) pein (6%),
diarrhes (3%), nautes (S%), vermving (4%), respirateey infaction (4%), snd ardnaigia (¢%). Witbdrawsl fom
sherapy Sue 10 sdverse svnts was comperable sowong patients on COLAZAL™ and piacebo,
Adverse evenss reporied by 195 os more of patlents who panicipeied in the fous well-corsrolied, Phase 3 Ulals me
presctted by ireatmeny proup (Table 1).

Table 1 : Adverse Evemts Ovencrring in ot Leatt 1% 0f COLAZAL™ and Ulcerstive Colitls Patieats

i Contredied Trials

Advarse Event mz‘,‘,, SI8yramatiny m
Headacke Y i JO%)
Abdeminal pein, ' 16(6%) 1e%)
Nawiea 14 (5%) ) 2(6%)
Dinthen 1 (5%) ) 16%)
Vomitiog L)) T 246%)
Respisslory infectico 9 (4%) $(4%)
Arthraigia 9(4%) bl
Rbiniths . S 2W)
Imomnis B _ sam)
Fatigue Q% -
Rectal bievding . s 0%) 10%)
 Fiswleace : S %) -
Rever 5 (2%) -
Dyspepris S -
Phacyngitis : 1% )
Poin , -4 12%) . ‘(3‘)
Coughing 4(2%)
Back puin 429) 3 0‘)
Anorexis . 4 (2%)
Usinsey wract indection 30%) :
Sinuskeis . 3us) ] DM
Myalgh . 30 -
Fraguent stooks . R 111 ) 1 (3%)
Peldorter - R TLE S -
Diy moath b : -

* Digziness ’ Iaw) ' 26%)
Craonps 0

—Couigsion 20%)

mm«dmumhwmlhvwm Some adveric cvenls, nd os abdotminal
phia, fatigos, and aamaed were scporsd more freguernly ja wormen sebjecis than in men, Abdoeina] pein, sectad
Dieeding, 480 apotpia can bo part of the clinica) preseatation of wleetallve colitis.

The jollewing sdvecen aveats, presenied by dody sytiem, bave also been infrequently reported by patienis.wing
COLAZALY* dusing clinienl wials (N = 51) fer Dve weatmans of active aceie ulcsiative colith of fiom foreign
postmnrketiog repors. In most 2dies Ao ielateosbip o COLAZAL™ hus been aatadhishod, :

Body 93 3 Whole: abdocaes sudarged, alhena, cheat pain, chils, odeme, hot fusdhes, malsise
wmmhwmmpmmmmm.ww pa.lpnhm

mw_mm cmmwmwum

Hmudgk' nmb. sphais, m’bu Incacais, heowirhage, prosrombin deerense, profoorlio
mewumm MMMMMW.M&W

Matshclic 3nd aewitions): mmmmmw
LDH locresss, weaght decrense, weight iscrenss

Mysewloskeletel: artheils, acthropaidy, silees in kegs
mmwwmwmm spatm genershacd, emor
Paychisric: anuiezy, depression, Dervousaets, secsolence

Reproductive; meoiuunl disosder

Resistence Methaolum: sdetss, imenuooglobuling decrease, infection, moniliasis, virel infection

Respirsiory: bronchospasm, dyspnca, hewoptysis -

Sxin: mwmmg«yducyhundenmwmﬁnkmpm»m
proresit, skia wiceratice

Speciol Seases: conjunctivitis, canche, sar infection, iritis, pavotmin, tele pesversion, Lnajios, vision sbvormal
Urioary: bemasria, interstisial wepheitis, tlcturition frequeacy, polyweis, pyasia .

Post Mardetieg Repotis:
NIMMMeknmmuumwmbeMpuemdMu-Mmh
(or are metabolined to) mesalaming. Beconis they we sepersd vokmiasily fom a popolation of wakeown sise
caiismaies of fiageency, eannct Be mede. Thase evenis have baen choien Jot incluidon due s0 & combinstien of
serieustes, frequency of reporing. or pomoial covsal cosnection X tesalunine. Lo

GatboleserSnal: mmmu,.mmxw munm(swnm.som\u
OGT, LDX. aikalioe bilirebin),. Joondice, chelestatic javadice, cinbotls, hapaiooeitulas derge
Mmmumm Soone of Dase £xies wery fatal, however, ne famlities ssocisied wilh
thase evens wire 3sparted in COLAZAL™ clinical wiaks.  Ove cate of Xawasaki-Ske syadrome which iscluded
Lepatic foution changes wes a)io reporiad, howevet, mmuwmwnmmchxunm
DRUG AJUSE AND DEPENDENCY: .

Advee: Noe spend

Drpentoncy. Drug dopandencs has w01 been ieported with eheonic adwinistsiion of messlamice. :
OVERDIBAGE: No cam of overdote has occumed wilh OOLAZAL™, A 3yeareold boy is sepeeted 10 Dave
W)mdmmmm He was teared wich ipecac and activaled chaxcoal with no

(fmwummwn COLAZAL™ vse, treaxasmt should be supportive, with particala oitention 1o

corrchonof alecirolyte sbootmalisies,
AM“M«MM:SMQM}MIuMd

mmm: | pram/kg was non-lethsl in mice and res, No sympoms of acuie ioxicity were been sl
mmmammm mmmuMumcmmmmhu-u
Bwee 750mg M"emnu-mmm-mm-wdﬂ;muusmwa
xaion 0'8 wenks. Some patinnts i e clinicel irials required emment for up 10 12 weeks,

HOW STIPLIED: COLAZAL™ Is availabds o5 beige copoules contaiaing 758 tog bakalazids disodium sné B
impzinted n Black,

NDC 6569.103-02 Botdes of 200 eapsales

Skwe a1 2°C (77°F); eacursions permined 10 15-30°C (59-86°F). Sex usrcmuammvm

R oply

Masidaciced for Sefix Phammaceusicals, Joc. Rutelgh, NC 2165

by: Amice, Jnc., rvine, CA 92712

* COLAZAL™ i3 o irademark of Sslix Pharmacenticals, loc.
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